.
The staining is absent from the enterocytes from the control cultures (i.e. no TNF in the culture medium (Fig. lb)) . Some of the underlying lamina propria lymphocytes also show relatively strong BrdU uptake (Fig. la) (Fig. 3b) .
The MTT assay showed a slight decrease in cell density in L929 cell exposed to TNF relative to those cultured in normal medium; x + S.E.M., 0.401 + 0.045 vs. 0.534 + 0.046, n 3, p, NS. However, when the media was supplemented with cycloheximide there was a significant decrease in the cell density of those cells exposed to TNF relative to those cultured in the control medium: x + S.E.M., 0.106 + 0.034 vs. 0.329 + 0.042, n 3, p < 0.001 (Fig. 3c) .
The BrdU assays showed an increase in the level of DNA synthesis in those cells exposed to TNF relative to those cultured in the control medium: x + S.E.M., 0.795 + 0.177 vs. 0.732 + 0.218, n 3, p < 0.05 (Fig. 3d) plex could be visualized by agarose gel electrophoresis. The DNA of the cells exposed to TNF0t was largely intact when compared with the controls. However, when the protein translation inhibitor cycloheximide was added to the culture medium the DNA of the I407 and L929 cell lines showed a significant degree of DNA fragmentation as evidenced by the presence of low molecular weight DNA close to the cathode end of the electrophoresis gel (Fig. 4) .
Discussion
On exposure to TNF0t the villus enterocytes of the cultured duodenal explants exhibited conspicuous low level uptake of BrdU suggestive of newly synthesized DNA. It was noted that the replication granules were localized for the most part close to the nuclear membrane. However, there were a few villus enterocytes at the extreme villus tip also showing larger irregularly shaped replication granules throughout the whole nucleus. These observations are in keeping with previous observations for late S phase in cultured cell lines. 1, 14, 17 The villus enterocytes are terminally differentiated cells arrested TNFz, in tandem with other factors could be responsible for villous atrophy in conditions such as celiac disease and graft vs. host disease of the small intestine. More studies are required to more clearly define the mechanism whereby TNF influences the cellular differentiation and metabolism of the small bowel epithelium.
